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BACKGROUND & AIMS: Patients with chronic hepatitis C virus (HCV) infection have high rates of sustained virologic response (SVR) after 12 weeks of treatment with the nucleotide polymerase inhibitor sofosbuvir combined with the NS5A inhibitor velpatasvir. We assessed the efficacy of 8 weeks of treatment with sofosbuvir and velpatasvir plus the pangenotypic NS3/4A protease inhibitor voxilaprevir (sofosbuvir-velpatasvir-voxilaprevir). METHODS: In 2 phase 3, open-label trials, patients with HCV infection who had not been treated previously with a directacting antiviral agent were assigned randomly to groups given sofosbuvir-velpatasvir-voxilaprevir for 8 weeks or sofosbuvirvelpatasvir for 12 weeks. POLARIS Q9 -2, which enrolled patients infected with all HCV genotypes with or without cirrhosis, except patients with genotype 3 and cirrhosis, was designed to test the noninferiority of 8 weeks of sofosbuvir-velpatasvir-voxilaprevir to 12 weeks of sofosbuvir-velpatasvir using a noninferiority margin of 5%. POLARIS-3, which enrolled patients infected with HCV genotype 3 who had cirrhosis, compared rates of SVR in both groups with a performance goal of 83%. RESULTS: In POLARIS-2, 95% (95% confidence interval [CI], 93%-97%) of patients had an SVR to 8 weeks of sofosbuvir-velpatasvirvoxilaprevir; this did not meet the criterion to establish noninferiority to 12 weeks of sofosbuvir-velpatasvir, which produced an SVR in 98% of patients (95% CI, 96%-99%; difference in the stratum-adjusted Mantel-Haenszel proportions of 3.4%; 95% CI, -6.2% to -0.6%). The difference in the efficacy was owing primarily to a lower rate of SVR (92%) among patients with HCV genotype 1a infection receiving 8 weeks of sofosbuvir-velpatasvirvoxilaprevir. In POLARIS-3, 96% of patients (95% CI, 91%-99%) achieved an SVR in both treatment groups, which was significantly superior to the performance goal. Overall, the most common adverse events were headache, fatigue, diarrhea, and nausea; diarrhea and nausea were reported more frequently by patients receiving voxilaprevir. In both trials, the proportion of patients who discontinued treatment because of adverse events was low (range Q10 , 0%-1%). CONCLUSIONS: In phase 3 trials of patients with HCV infection, we did not establish that sofosbuvir-velpatasvirvoxilaprevir for 8 weeks was noninferior to sofosbuvirvelpatasvir for 12 weeks, but the 2 regimens had similar rates of SVR in patients with HCV genotype 3 and cirrhosis. Mild gastrointestinal adverse events were associated with treatment regimens that included voxilaprevir. ClinicalTrials.gov numbers: POLARIS-2, NCT02607800; and POLARIS-3, NCT02639338.
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S ince the introduction of drugs that directly interfere with the replication of the hepatitis C virus (HCV), the treatment of patients with chronic HCV infection has improved steadily. [1] [2] [3] Combinations of direct-acting antiviral agents (DAAs) with complementary mechanisms of action have brought rates of virologic failure down to 5% or less in most patient populations. Pangenotypic, single-tablet, alloral regimens have improved the simplicity and convenience of dosing. 4 Although the duration of standard treatment has been reduced from 24 to 48 weeks with interferon-containing regimens to 12 weeks with DAA regimens, the feasibility of further shortening the duration of treatment without loss of efficacy is being explored actively in all patient populations, including those who have been considered difficult to treat, such as patients with genotype 3 infection and cirrhosis. [5] [6] [7] Potential approaches to shortening treatment duration include developing novel double and triple DAA combination therapies. A possible benefit of shortened treatment duration is increased patient adherence, which may in turn improve efficacy. 6, 8 Sofosbuvir is a nucleotide analog HCV NS5B polymerase inhibitor that, in combination with other agents, has been approved for the treatment of HCV. [9] [10] [11] Velpatasvir is an HCV-NS5A inhibitor with pangenotypic potency. 12 Twelve weeks of the fixed-dose combination of sofosbuvir and velpatasvir, which has been approved for the treatment of patients with HCV infection of all genotypes, provided high levels of sustained virologic response (SVR) in phase 3 clinical trials in both treatment-naive and treatment-experienced patients. 13, 14 Voxilaprevir (formerly GS-9857; Gilead Sciences, Foster City, CA Q14 ) is a macrocyclic, pangenotypic inhibitor of the NS3/4A protease with an improved resistance profile in comparison with earlier protease inhibitors. [15] [16] [17] In phase 2 trials, 8 weeks of treatment with the combination of sofosbuvir, velpatasvir, and voxilaprevir provided high levels of SVR in patients chronically infected with HCV of all genotypes who had not received treatment with direct-acting antivirals previously. [18] [19] [20] [21] We conducted 2 phase 3 trials designed to assess the efficacy and safety of 8 weeks of treatment with the fixed-dose combination of sofosbuvir, velpatasvir, and voxilaprevir in patients chronically infected with HCV of any genotype, including patients with compensated cirrhosis, who had not received treatment previously with directacting antivirals.
Materials and Methods

Patients
Both trials enrolled patients who had not received treatment previously for HCV infection with regimens containing DAAs. The POLARIS-2 trial enrolled patients of all HCV genotypes with and without compensated cirrhosis, except patients with HCV genotype 3 who were enrolled only if they did not have cirrhosis. The POLARIS-3 trial enrolled patients with HCV genotype 3 and cirrhosis exclusively. Eligibility criteria otherwise were identical for the 2 trials. Full eligibility criteria for both trials are provided in the Supplement
Q15
.
Study Designs
In both of these multicenter, randomized, open-label trials, patients received either a fixed-dose combination tablet containing 400 mg of sofosbuvir, 100 mg of velpatasvir, and 100 mg of voxilaprevir once daily for 8 weeks, or a fixed-dose combination tablet containing 400 mg of sofosbuvir and 100 mg of velpatasvir once daily for 12 weeks.
In POLARIS-2, patients were enrolled at 117 sites in the United States, Canada, New Zealand, Australia, France, Germany, and the United Kingdom from November 2015 through April 2016. For HCV genotypes 1, 2, and 4, enrollment of at least 30% of patients with compensated cirrhosis was targeted per genotype. Patient randomization was managed by using an interactive web response system (Bracket Q16 ). A statistician employed by the sponsor (L.H.
Q17
) generated the randomization code using the SAS Q18 program, which was validated by another statistician employed by the sponsor. Patients with genotypes 1, 2, 3, and 4 were randomized at a 1:1 ratio stratified by 3 factors (genotype, cirrhosis status, and treatment history), and a block size of 4 to receive sofosbuvir-velpatasvirvoxilaprevir for 8 weeks or sofosbuvir-velpatasvir for 12 weeks. All patients with other HCV genotypes, with or without cirrhosis, were enrolled in the sofosbuvir-velpatasvirvoxilaprevir group.
POLARIS-3 was a separate dedicated study for patients with genotype 3 and compensated cirrhosis who were excluded from POLARIS-2. Patients were enrolled at 84 sites in the United States, Canada, New Zealand, Australia, France, Germany, and the United Kingdom from January 2016 through April 2016. As with POLARIS-2, patient randomization was managed by using an interactive web response system (Bracket). Patients were randomized in a 1:1 ratio stratified by history of prior treatment with interferon with a block size of 4 to receive either sofosbuvir-velpatasvir-voxilaprevir for 8 weeks or sofosbuvir-velpatasvir for 12 weeks.
Assessments
For both trials, screening assessments included measurement of the serum HCV-RNA level, interleukin 28B genotyping, and standard laboratory and clinical tests. HCV-RNA levels were measured using the COBAS Q19 AmpliPrep/ COBAS TaqMan HCV Quantitative Test, version 2.0, with a lower limit of quantification of 15 IU/mL. The presence of cirrhosis was determined on liver biopsy showing cirrhosis (Metavir stage 4, or Ishak score of 5 or 6), a FibroTest score of more than 0.75 and a ratio of aspartate aminotransferase to platelets of more than 2, or a FibroScan result of more than 12.5 kPa. The
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Abbott RealTime HCV genotype II assay was used to determine HCV genotype at screening. HCV genotype and subtype subsequently were determined by analysis of NS3, NS5A, and NS5B sequences from deep sequencing using the basic local alignment search tool (BLAST). All analyses were conducted using the BLAST genotyping.
Deep sequencing of the HCV NS3, NS5A, and NS5B coding regions was performed on samples obtained from all patients at baseline and again for all patients with virologic failure. We report substitutions associated with resistance to drugs within the classes that were present in more than 15% of the sequence reads.
End Points
For both studies, the primary efficacy end point was SVR (serum HCV-RNA level <15 IU/mL) 12 weeks after the end of treatment in all patients who were enrolled and received at least 1 dose of study drug. Secondary efficacy end points included the kinetics of circulating HCV RNA during and after treatment, and the emergence of viral resistance during and after treatment. The primary safety end point was the proportion of patients who discontinued treatment prematurely owing to adverse events.
Statistical Analysis
In POLARIS-2, the primary efficacy analysis assessed the noninferiority of the rate of SVR among patients receiving sofosbuvir-velpatasvir-voxilaprevir to the rate among patients receiving sofosbuvir-velpatasvir using a noninferiority margin of 5%. A 2-sided 95% confidence interval (CI) was constructed for the difference in the rates of SVR between the 2 treatment groups using stratum-adjusted Mantel-Haenszel proportions. Noninferiority was established if the lower bound was greater than -5%. The planned sample size of 780 patients was calculated to be able to provide more than 95% power to establish noninferiority.
In POLARIS-3, the primary efficacy analysis assessed first the rate of SVR among patients in the sofosbuvir-velpatasvirvoxilaprevir group against a performance goal of 83% using a 2-sided exact 1-sample binomial test at the 0.05 significance level. If this group met this criterion, the rate of SVR in the sofosbuvir-velpatasvir group also would be assessed against the performance goal of 83% at the 0.05 significance level. A sample size of 100 patients was calculated to be able to provide more than 80% power to detect an improvement of 10 percentage points in the rate of SVR. The performance goal of 83% was based on the prior results of sofosbuvir-velpatasvir in this patient population in the ASTRAL Q21 -3 trial (SVR, 91%; 95% CI, 83-96). 11 All authors had access to the study data and reviewed and approved the final manuscript.
Study Oversight
The 2 studies were approved by the institutional review board or independent ethics committee at each participating site and were conducted in compliance with the Declaration of Helsinki, Good Clinical Practice guidelines, and local regulatory requirements. The studies were designed and conducted by the sponsor (Gilead Sciences) in collaboration with the principal investigators, according to the protocol. The sponsor collected the data, monitored study conduct, and performed the statistical analyses. Independent safety monitoring committees reviewed the progress of the studies. All of the authors had access to the data and assumed responsibility for the integrity and completeness of the reported data. The initial draft of the manuscript was prepared by a writer employed by Gilead Sciences and the primary investigators with input from all of the authors.
Results
Baseline Characteristics
Of the 1116 patients screened for the POLARIS-2 trial, 943 were enrolled and 941 began treatment (Supplementary Table 1 ). In total, 882 patients with HCV genotypes 1, 2, 3, and 4 were randomized to receive either sofosbuvir-velpatasvir-voxilaprevir for 8 weeks (n ¼ 451) or sofosbuvir-velpatasvir for 12 weeks (n ¼ 431). Fortyeight patients with genotypes 5 and 6, and 2 patients with an unknown genotype, were enrolled to receive sofosbuvirvelpatasvir-voxilaprevir for 8 weeks. Nine patients with HCV genotype 6 by BLAST analysis were identified at screening as having HCV genotype 1 and were assigned to the sofosbuvir-velpatasvir group. Of the 315 patients who were screened for POLARIS-3, 220 were enrolled and 219 began treatment (Supplementary Table 2 ). Of these, 110 were randomized to the sofosbuvir-velpatasvir-voxilaprevir group, and 109 were randomized to the sofosbuvirvelpatasvir group.
The baseline characteristics of patients in both trials are shown in Table 1 .
Efficacy POLARIS-2 trial. In the POLARIS-2 trial, the rate of SVR was 95% (95% CI, 93-97) among patients receiving 8 weeks of sofosbuvir-velpatasvir-voxilaprevir, and 98% (95% CI, 96-99) among those receiving 12 weeks of sofosbuvir-velpatasvir (Table 2) , with a difference in the stratum-adjusted Mantel-Haenszel proportions between the 2 groups of -3.4 percentage points (95% CI, -6.2 to -0.6). Given that the lower bound of the 2-sided 95% CI for the difference between the rates of SVR of -6.2% was below the pre-established limit of -5%, 8 weeks of sofosbuvirvelpatasvir-voxilaprevir did not meet the prespecified criteria for noninferiority to 12 weeks of sofosbuvirvelpatasvir ( Figure 1 241  242  243  244  245  246  247  248  249  250  251  252  253  254  255  256  257  258  259  260  261  262  263  264  265  266  267  268  269  270  271  272  273  274  275  276  277  278  279  280  281  282  283  284  285  286  287  288  289  290  291  292  293  294  295  296  297  298  299  300   301  302  303  304  305  306  307  308  309  310  311  312  313  314  315  316  317  318  319  320  321  322  323  324  325  326  327  328  329  330  331  332  333  334  335  336  337  338  339  340  341  342  343  344  345  346  347  348  349  350  351  352  353  354  355  356  357  358  359  360 patients in each group were lost to follow-up evaluation, including 3 patients with HCV genotype 4 receiving sofosbuvir-velpatasvir-voxilaprevir. These patients with nonvirologic failure in the 8-week group primarily were responsible for the difference in SVR among patients with HCV genotype 4 infection between the 2 groups (92% compared with 98%); of the 120 patients with genotype 4, there were 2 relapses in the sofosbuvir-velpatasvirvoxilaprevir 8-week group and 1 in the sofosbuvirvelpatasvir 12-week group. POLARIS-3 trial. Among patients with HCV genotype 3 and cirrhosis in the POLARIS-3 trial, the rate of SVR was 96% in both treatment groups (95% CI, 91-99), which was significantly superior to the performance goal of 83% (P < .001 for both groups) ( Figure 1 ). Two patients (2%) in the sofosbuvir-velpatasvir-voxilaprevir group had a virologic relapse by post-treatment week 4. Two patients (2%) in the sofosbuvir-velpatasvir group also had virologic failure: 1 patient who did not achieve on-treatment HCV-RNA suppression had a virologic rebound by week 8 of treatment, and 1 patient had virologic relapse at post-treatment week 4. In both patients, concentrations of GS-331007-the predominant metabolite of sofosbuvir-and velpatasvir were low for at least 1 ALT, alanine aminotransferase. a Fibroscan data were available for 63 patients in the sofosbuvir, velpatasvir, and voxilaprevir group and for 60 patients in the sofosbuvir and velpatasvir group in POLARIS-2, and for 85 patients in the sofosbuvir, velpatasvir, and voxilaprevir group and 87 patients in the sofosbuvir and velpatasvir group in POLARIS-3. 361  362  363  364  365  366  367  368  369  370  371  372  373  374  375  376  377  378  379  380  381  382  383  384  385  386  387  388  389  390  391  392  393  394  395  396  397  398  399  400  401  402  403  404  405  406  407  408  409  410  411  412  413  414  415  416  417  418  419  420   421  422  423  424  425  426  427  428  429  430  431  432  433  434  435  436  437  438  439  440  441  442  443  444  445  446  447  448  449  450  451  452  453  454  455  456  457  458  459  460  461  462  463  464  465  466  467  468  469  470  471  472  473  474  475  476  477  478  479  480 study visit, suggesting that the patient was not fully adherent to study dosing.
Viral Resistance Testing
Among the 497 patients receiving sofosbuvirvelpatasvir-voxilaprevir in the POLARIS-2 trial, 250 had viral variants associated with resistance to NS3 and/or NS5A inhibitors at baseline (Supplementary Table 5 Q22 ). Of these, 94% had SVR, as compared with 98% for patients without resistance-associated substitutions at baseline. For patients with HCV genotype 1a, the rates of SVR in patients with and without baseline resistance-associated substitutions were 89% and 95%, respectively. The Q80K resistance-associated substitution was the most commonly observed NS3 variant, although it does not confer a change to voxilaprevir susceptibility in vitro. The Q80K resistanceassociated substitution was the most commonly observed NS3 variant; although it confers no change to voxilaprevir susceptibility in vitro, 15 baseline Q80K nevertheless was associated with a reduction in SVR rate for genotype 1a patients receiving the sofosbuvir-velpatasvir-voxilaprevir regimen for 8 weeks, 88% with Q80K compared with 94% without. Of the 21 patients who relapsed in the sofosbuvirvelpatasvir-voxilaprevir group, 1 had treatment-emergent NS5A resistance-associated substitutions Q30R and L31M. Among patients receiving sofosbuvir-velpatasvir in POLARIS-2, 1 of the 3 patients who relapsed had the Y93N variant, which is associated with resistance to NS5A inhibitors, at relapse.
In the POLARIS-3 trial, all 46 patients with baseline resistance-associated variants achieved a SVR. Neither of the 2 patients who relapsed after treatment with sofosbuvirvelpatasvir-voxilaprevir had treatment-emergent resistance, whereas both patients who relapsed after receiving sofosbuvir-velpatasvir had the Y93H variant, which is associated with resistance to NS5A inhibitors, at time of relapse.
Safety
None of the 611 patients receiving 8 weeks of sofosbuvir-velpatasvir-voxilaprevir in the POLARIS-2 and POLARIS-3 trials discontinued study treatment owing to adverse events (Table 3) . Two patients (<1%) receiving 12 weeks of sofosbuvir-velpatasvir in POLARIS-2 discontinued treatment prematurely owing to adverse events: a 70-year-old white man who discontinued treatment on day 4 owing to an upper respiratory tract infection, and a 54-year-old white woman discontinued after 81 days of dosing as a result of Clostridium difficile colitis. In the POLARIS-3 trial, 1 (1%) patient receiving sofosbuvir-velpatasvir discontinued treatment on day 6 after experiencing a pelvic fracture. A total of 15 patients (3%) in the sofosbuvir-velpatasvirvoxilaprevir group of POLARIS-2 had serious adverse events; no single patient had more than 1 event and no single event was experienced by more than 1 patient (Supplementary Table 5 ). In the sofosbuvir-velpatasvir group, 7 patients (2%) had a total of 11 events. The only serious adverse event that occurred in both treatment groups was pyelonephritis. In POLARIS-3, 2 patients (2%) in the sofosbuvir-velpatasvir-voxilaprevir group had a total of 4 serious adverse events, and 3 patients (3%) in the sofosbuvir-velpatasvir group had 1 serious adverse event each ( Table 3) . No single serious adverse event was experienced by more than 1 patient ( Supplementary Table 6 ).
Overall, 72% of patients receiving sofosbuvirvelpatasvir-voxilaprevir in POLARIS-2 had adverse events, compared with 69% of those receiving sofosbuvirvelpatasvir ( Table 3 ). The most common adverse events in the sofosbuvir-velpatasvir-voxilaprevir group were headache (27% of patients), fatigue (21%), diarrhea (18%), and nausea (16%), compared with headache (23%), fatigue (20%), nausea (7%), and diarrhea (9%) in the sofosbuvirvelpatasvir group. In the POLARIS-3 trial, 75% of patients 601  602  603  604  605  606  607  608  609  610  611  612  613  614  615  616  617  618  619  620  621  622  623  624  625  626  627  628  629  630  631  632  633  634  635  636  637  638  639  640  641  642  643  644  645  646  647  648  649  650  651  652  653  654  655  656  657  658  659  660   661  662  663  664  665  666  667  668  669  670  671  672  673  674  675  676  677  678  679  680  681  682  683  684  685  686  687  688  689  690  691  692  693  694  695  696  697  698  699  700  701  702  703  704  705  706  707  708  709  710  711  712  713  714  715  716  717  718  719  720 receiving sofosbuvir-velpatasvir-voxilaprevir experienced adverse events, the most common of which were fatigue (25%), headache (25%), nausea (21%), and diarrhea (15%). Among patients receiving sofosbuvir-velpatasvir, 74% had adverse events, the most common of which were headache (29%), fatigue (28%), nausea (9%), and upper abdominal pain (6%). Among patients receiving 8 weeks of sofosbuvirvelpatasvir-voxilaprevir across trials, 95% of the events of diarrhea or nausea were mild in severity, 5% were grade 2, and none were grades 3 or 4. Hematologic and chemistry laboratory abnormalities were uncommon in all groups (Table 3 and Supplementary  Tables 8 and 9   Q23 ). Hyperglycemia occurred at a higher rate in the POLARIS-3 study compared with the POLARIS-2 study, which may be attributable to the difference in study populations and the association of glucose dysregulation with liver disease. None of the laboratory abnormalities in any treatment group was associated with a clinical adverse event.
Discussion
In these international phase 3 trials, treatment with sofosbuvir-velpatasvir-voxilaprevir for 8 weeks resulted in high rates of SVR in HCV-infected patients with and without compensated cirrhosis who had not received treatment previously with DAAs. However, in the POLARIS-2 trial, the rate of SVR of 95% in patients receiving sofosbuvirvelpatasvir-voxilaprevir for 8 weeks was not shown to be noninferior to that of 98% in patients receiving sofosbuvirvelpatasvir for 12 weeks. The difference in the efficacy primarily was owing to the higher rate of relapse among 721  722  723  724  725  726  727  728  729  730  731  732  733  734  735  736  737  738  739  740  741  742  743  744  745  746  747  748  749  750  751  752  753  754  755  756  757  758  759  760  761  762  763  764  765  766  767  768  769  770  771  772  773  774  775  776  777  778  779  780   781  782  783  784  785  786  787  788  789  790  791  792  793  794  795  796  797  798  799  800  801  802  803  804  805  806  807  808  809  810  811  812  813  814  815  816  817  818  819  820  821  822  823  824  825  826  827  828  829  830  831  832  833  834  835  836  837  838  839  840 patients with genotype 1a HCV infection receiving 8 weeks of sofosbuvir-velpatasvir-voxilaprevir. Among patients receiving sofosbuvir-velpatasvir-voxilaprevir for 8 weeks with HCV genotypes other than genotype 1a, the rate of SVR was 97%. In the POLARIS-3 trial, which enrolled only the most challenging patient population-patients with genotype 3 and cirrhosis-very high and identical rates of SVR (96%), and low rates of virologic failure (2%) were observed in both the 8-and 12-week treatment groups. The lower rate of SVR among patients with HCV genotype 1a as compared with patients with other genotypes receiving 8 weeks of sofosbuvir-velpatasvir-voxilaprevir was an unexpected finding. This difference was not observed in the phase 2 clinical trials, which enrolled a similar but smaller patient population, underscoring the importance of conducting large, randomized, controlled clinical trials before investigational drug approval. 19, 22 Among patients with HCV genotype 1a, the rate of SVR was 89% in those who had NS3 or NS5A resistanceassociated substitutions at baseline and 95% among those who did not, with most of the substitutions being at position 80 in the NS3 protein. Although the Q80K polymorphism, which occurs commonly in patients with genotype 1a, indeed was associated with lower rates of SVR in POLARIS-2, the causal significance of this finding is unclear; in contrast to its effect on susceptibility to simeprevir, another HCV protease inhibitor, this substitution has not been found to alter in vitro susceptibility to voxilaprevir. [22] [23] [24] Furthermore, Q80K was not observed to emerge at the time of failure among the HCV genotype 1a patients with relapse and was no longer detectable in 1 patient at relapse despite its presence before treatment. The emergence of resistanceassociated substitutions was uncommon overall among patients who did not achieve SVR after 8 weeks of sofosbuvir-velpatasvir-voxilaprevir, consistent with the high barrier to resistance for this regimen and suggesting that virologic failure was driven predominantly by insufficient treatment duration to eliminate the virus. 25, 26 In the POLARIS-2 and POLARIS-3 trials, treatment for 8 weeks with sofosbuvir-velpatasvir-voxilaprevir led to high rates of SVR in patients with genotype 3 infection. These high rates of cure are comparable with those observed with 12 weeks of sofosbuvir-velpatasvir in the current studies, as well as those seen in a prior phase 3 trial, 14 and support ribavirin-free regimens, even for those with compensated cirrhosis, who are considered more difficult to cure.
The rates of adverse events in the patients receiving sofosbuvir-velpatasvir-voxilaprevir generally were similar to the rates among patients receiving sofosbuvir-velpatasvir, except that more patients receiving sofosbuvir-velpatasvirvoxilaprevir had mild nausea and diarrhea, which has been observed with prior NS3/4A protease inhibitors. 27 No patient interrupted treatment or discontinued early as a result of these events. There was no evidence of voxilaprevir-related hepatotoxicity.
In the era of highly effective and well-tolerated DAAbased regimens, nonadherence has become the most important risk factor for treatment failure. Sofosbuvirvelpatasvir-voxilaprevir provides a highly efficacious and well-tolerated short-duration regimen for the treatment of HCV in patients for whom adherence to a longer-duration regimen may be challenging. As the population of patients being treated for HCV expands from those engaged in health care systems to marginalized populations of homeless, incarcerated, or those with addictions, the availability of a highly effective 8-week treatment regimen may enable more HCV-infected patients to be treated successfully with less burden on the resources of patients and providers. This combination also may provide important benefits in regions (eg, Europe) or communities (eg, injection drug users) where the prevalence of HCV genotype 3 is comparatively high.
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